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Balancing benefits and harms in health care

Technology to collect and share
information about harms already exists

Epitor—The theme issue on balancing
benefits and harms in health care high-
lighted the need to create better systems to
detect and share information about adverse
events associated with newly licensed drugs
or drugs used off licence or for indications
not supported by evidence from clinical
trials.! **

A new project, CICERO
(www.pacehealthsystems.com/
cicerohtml), proposes to cre-
ate a global online database to
record the outcomes and
adverse events related to the
use of investigational and
newly licensed treatments.
The internet offers distinct
advantages to paper journals
and is not geographically
restricted. This is essential
because we need to identify
potential adverse events early
after the global release of new
treatments. Unlike clinical tri-
als, internet reporting will be
less selective and has the potential to detect
events in untested subpopulations. It may
therefore generate truer estimates of efficacy
and adverse events in the general population.

Voluntary reporting systems such as the
yellow card scheme in the United Kingdom
have not proved successful—only 10% of
serious adverse drug reactions are reported.
The planned NHS information technology
program may collect these data in the
future, if designed properly, but this pro-
gram may be dogged by data protection
issues, and it is restricted to the United King-
dom. The internet solution should not be
hampered by these restrictions, as it can
protect patient confidentiality, conform with
data protection by using explicit consent
from patients, and can be globally targeted
to treatments of interest—such as newly
licensed drugs.

For this concept to flourish, it requires
the support of the medical community; it
has to be fully resourced, quality assured,
peer reviewed, and free from vested interest.
The technology already exists—we are
limited only by our lack of imagination.

Paul L Cervi consultant haematologist
Basildon Hospital, Essex SS16 5NL
paul.cervi@btuh.nhs.uk

Competing interests: None declared.
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GPs need to be informed about drugs
prescribed to their patients elsewhere

Eprror—It is right that we consider all the
possible harms of treat-
ments." A particular hazard
has been drawn to the atten-
tion of the National Patient
Safety Agency.”

General  practitioners
usually do not enter the
names of drugs that are
prescribed to their patients
elsewhere (hospitals or clini-
cal trial drugs) into their
computerised patient pre-
scribing record. Thus their
approved systems are unable
to flag up potential inter-
actions. This applies to drugs
such as isotretinoin.

The longer term clinical trials that
continue for many years pose a particular
danger. Patients may well develop comorbid
conditions that need treatment by their gen-
eral practitioners, who would then prescribe
without appreciating the other drugs being
taken. Of course the patient may be in the
placebo arm, but it has to be assumed that
he or she is receiving active treatment.

I am not aware of ethics committees
requiring general practitioners to be notified
to enter these data in a specified way on to
their computer systems. I hope that systems
are being modified to account for this.

Pawan Randev general practitioner
Amersham Health Centre, Amersham,

Buckinghamshire HP6 5AY
pawanrandev@hotmail.com
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Information about benefits and harms
should be accessible to patients

Eprror—I agree with Cuervo and Aronson’s
key point that better information is needed

about all the effects of healthcare interven-
tions, both beneficial and harmful.' However,
the article implies that such information, suit-
ably reported, analysed and integrated,
should be used to “arm” healthcare profes-
sionals so that they can make better decisions
for individuals and communities.

It is equally important to make the
information available to interested patients
and the general public, remembering that in
most cases healthcare professionals are
expert advisers but patients ultimately
decide whether or not to take the treatment.
Many people choose to delegate treatment
decisions to doctors, but all patients who
want to have a right to the information that
informs their healthcare professionals.
Therefore, to the authors’ list of tasks for
people from different disciplines we need to
add “making the information available and
comprehensible to patients and the public.”
Joanne M Shaw director, Medicines Partnership Task
Force

Medicines Partnership, London SE1 7JN
Jjshaw@medicines-partnership.org

Competing interests: Medicines Partnership is a
Department of Health funded programme to
involve patients as partners in prescribing
decisions and support them in medicine taking.
JMS chairs a multidisciplinary project creating a
new structured source of information about
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New trial on albumin and saline should
have been considered

Eprror—Balancing the benefits and harms
of interventions requires accurate, up to date
information. Therefore, it was unfortunate
that Cuervo and Aronson chose albumin for
resuscitation of the critically il as an
example of an intervention which turned
out to be harmful.'

They say that, on the basis of the
Cochrane review of the subject,” albumin for
resuscitating critically ill patients with hypo-
volaemia, burns, or hypoalbuminaemia
probably worsens outcomes. This evidence
has been superseded by the results of a
recent high quality randomised controlled
trial.

The saline versus albumin for fluid
resuscitation (SAFE) study’ enrolled 6997
patients (50 times the number of patients in
the largest trial included in the Cochrane
review) to answer the question of whether
albumin is safe in the resuscitation of the
critically ill. No difference was seen in 28 day
mortality between patients resuscitated with
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0.9% saline or albumin (relative risk 0.99;
95% confidence interval 0.91 to 1.09).

With the latest, reliable evidence we can
make sensible judgments to inform our
decisions on benefit and harm. On this sub-
ject, albumin is no better and no worse than
0.9% saline for fluid resuscitation of critically
ill patients.

Stephen M Drage specialist registrar in anaesthesia
and intensive care

John Radcliffe Hospital, Oxford OX3 9DU
steve.drage@tiscali.co.uk

Competing interests: None declared.
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Ethical dimension was not discussed in
theme issue

Epiror—The interesting selection of papers
in the BMJ on balancing harms and benefits
in clinical medicine and public health all
seem to make a questionable assumption.
While all speak of “balancing” harms and
benefits, in the arguments presented the
authors assume that a purely rational
judgment can be made about whether or
not the true harms outweigh the true
benefits.

For instance, Dieppe et al point to a
dearth of evidence which causes us to mis-
estimate the true magnitudes." Greenhalgh
et al point to the variety of cognitive biases
which “prevent” people from making
rational judgments.” Oakley and Johnston,
with Wald, can barely conceal their annoy-
ance at the irrational public and the devious
industrial interests that try to delude them.’

Yet in at least some cases differences in
“balancing” come about because of differ-
ences between people about what is
important to them, rather than differences
in estimation of probabilities and errors of
logic.*

Some utilitarians think that everything
can be reduced to a rational calculus of
pleasures or pains; most of the rest of us do
not. Hard choices about withdrawing drugs
or licensing genetically modified crops are
not hard because we are ignorant, or
irrational (although we often are). They are
hard because they represent conflicts of
value. Failing to take account of this is the
classic mistake of bureaucratic attempts at
social reform from above.

A whole issue on balancing harms and
benefits, without thought of the ethical
dimension? An opportunity missed.

Richard E Ashcroft Leverhulme senior lecturer in
medical ethics
Imperial College London, Medical Ethics Unit,

London W6 8RP
rashcroft@imperial.ac.uk
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Editor’s choice was sensationalist but not
true

Eprror—I have for a long time thought that
one of the chief obstacles to the public’s
understanding of medicine is the inability of
the average punter to understand the
concepts of probability and risk-benefit
analysis that underpin most of the treatment
decisions we make, and our failure as a
profession to dispel that ignorance.

It was disappointing to read Smith’s Edi-
tor’s choice, in which he bemoans the fact
that doctors seldom say to their patients: “I
must warn you that the simple fact of being
admitted to hospital means that you have ...
aone in a 100 chance of dying””

We don’t say it because it’s not true. It
may well be the case that 1% of patients
admitted to hospital die, but very few
patients enter hospital with a one in 100
chance of dying—for most, it's much less
than that. Would Smith have us tell a young,
fit patient admitted for a hernia repair that
there is one chance in 100 that he or she
won’t come out alive? If not, which patient
would he choose as the recipient of this
alarming message? The patient in a road
crash with multiple fractures and an aortic
laceration perhaps? But in that case, of
course, 1:100 would be a significant under-
estimate of his or her chance of dying. This is
not just statistical semantics; for individual
patients the 1% death rate is a complete
irrelevance, and suggesting that this figure is
something that they need to worry about is
grossly misleading.

Such a figure may make for a headline
grabbing editorial (and making a splash in
the tabloids seems to have overtaken the
impact factor as a measure of success for the
BM]J), but it is not science.

Bob Bury consultant radiologist

Leeds General Infirmary, Leeds LS1 3EX
bob.bury@ntlworld.com

Competing interests: BB holds a conviction that
the BM]J can no longer be considered a scientific
journal.
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A webchat on the benefits and harms issue
took place on 8 July 2004." The editors of
the theme issue began by raising several
topics for discussion.

(1) Should complementary and alterna-
tive medicine have featured as much as
other aspects? Would their recognition
improve evidence about their benefits and
harms?

(2) How will the European Trials
Directive affect trials focusing on the safety
of treatments?

Summary of webchat

(3) Has anyone tried to report adverse
effects in a developing country?

(4) What is the role of consumers
(patients) in determining an acceptable ratio
of benefit to harm?

(5) Should vulnerable populations in
whom drugs are not licensed such as
pregnant women, children, and elderly
people be considered?

The topic that dominated the webchat
for most of its duration and informed what-
ever other ideas were raised was, however,
government intervention in health care,
exemplified by fortification of bread with
folic acid and perhaps also vitamin B12. Par-
ticipants expressed surprise that something
that had been proved to be beneficial in the
United States and Canada had not been
implemented internationally.

The press had not taken this topic up as
much as might be expected, and several par-
ticipants suspected that people generally
found it difficult to make up their own
minds, believing what their families or the
media told them. Public health interventions
would be difficult to implement as a trial first
because of ethical considerations. Also,
when something has already been proved to
be beneficial, why should a trial be
necessary? The absence of knowledge of
possible long term consequences to the
public must be communicated.

Comparisons were made with the much
debated fluoridation of drinking water,
which has been rejected so far, and the legal
requirement to wear seatbelts in cars and
crash helmets on motorcycles, which the
public seems to have adopted, although
wearing a seatbelt might lead to more
dangerous driving from a false sense of
greater security and confidence. Seatbelts
may have become widely accepted because
wearing them entails an element of choice
that fortifying bread with folate does not.
Folate comes as a pill and is regarded as a
drug, which may prejudice people. The iodi-
sation of salt has, however, been widely
accepted internationally.

Communication is key

Fashions in policy making mean that the
data that inform policy vary. Academic bias
may influence recommendations for or
against government intervention pro-
grammes. People might not object if they
knew something is being done for a good
reason (salt, for example). The fact that
they may just not recognise a public health
measure as good might point towards a
communications problem.

Maybe people who are more educated
and better informed sometimes have to
make decisions on behalf of those who are
less well educated and informed. But the
public needs to be convinced that medical
professionals will do what is best, and the
medical profession must do what is right but
remain in a clear advisory role.

Patients should perhaps be part of
research as the overlap between research
outcomes and outcomes of public interest
may not be complete. Communication
channels are also missing for feeding
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research findings into policy making. A
directory of good journalists to whom
doctors could confidently speak when they
want to make something public might be a
solution.

At the danger of repeating the same
message over and over again, clear commu-
nication is important. Communication may
also need to be education, rather than just

information, to raise a well informed
generation that participates in public
debate.

Birte Twisselmann (echnical editor

BMj
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Adverse drug reactions as
cause of admission to hospital

Alcohol and other non-prescribed drugs
may have impact on adverse drug
reactions

Eprtor—Adverse drug reactions are an
important topic for all clinicians. Pirmo-
hamed et al report an observational study of
adverse drug reactions in two large hospi-
tals." However, important clarifications are
required about the method and reporting of
this study. Three issues affect interpretation
in ways that are important to practising
clinicians, who need to be alerted to
problems when prescribing.

The authors make no
mention of alcohol con-
sumption in the patients sur-
veyed. Was alcohol consump-
tion measured? Alcohol is an
important drug that may
potentiate an adverse reac-
tion or even be an alternative
cause of disease which might
have been attributed to
adverse drug reactions, such
as gastrointestinal bleeds.
This also applies to nicotine
and perhaps even caffeine.

The authors do not comment on how
they treated non-prescribed drugs, such as
St John’s wort. A systematic review in the
same issue by Mills et al highlights the
potential adverse reactions associated with
St John’s wort* Other non-prescribed
complementary or alternative drugs may
also cause problems.

The authors say that overall, interactions
accounted for 16.6% (15% to 19%) of
adverse reactions. Although this overall
prevalence is useful, the reader has little
understanding of which drugs are particu-
larly problematic regarding interactions. Is
the problem confined to a few specific
interactions with a high prevalence?

These difficulties in interpretation are
illustrated by the following example. Pre-
scribing selective serotonin reuptake inhibi-
tors is associated with gastrointestinal
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bleeds, but this risk increases dramatically in
conjunction with aspirin consumption.’
Furthermore, this risk is potentiated if
someone also consumes alcohol and nico-
tine. Clinicians may avoid prescribing
potentially beneficial drugs because of
concerns about an adverse reaction that may
occur only in conjunction with another
drug, prescribed or otherwise. Such difficul-
ties could be overcome by presentation of
data about drug interactions and mention of
how non-prescription drugs were assessed
by the research team.

Edwina R L Williams locum consultant in liaison

psychiatry
erlw@lineone.net

Ruth E Taylor senior lecturer
Royal London Hospital, London E1 4NF
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Not all drugs that cause adverse reactions
are actually prescribed by doctors

Eprror—According to the paper by Pirmo-
hamed et al,' two of the drugs or drug classes
implicated in adverse drug reactions are
aspirin and non-steroidal anti-inflammatory
drugs (NSAIDs). Both these are freely avail-
able over the counter, with-
out the need of a prescrip-
tion by a qualified doctor.
This paper would have been
rather stronger if it had
attempted to identify
whether the drugs that have
been blamed had actually
ever been prescribed by a
doctor or had been bought
over the counter. Unfortu-
nately, the result of the publi-
» cation of the paper has been
“a stream of rather alarmist
editorials, not to mention headlines in the
national media.
Daniel J Saunders specialist registrar in clinical
oncology
Department of Clinical Oncology, Princess Royal

Hospital, Hull HU8 9HE
dansaunders@doctors.org.uk
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Definition of adverse drug reactions
needs to include overdose

Eprtor—Pirmohamed et al, in assessing the
burden of adverse drug reactions, excluded
from their analysis any patients with either
deliberate or unintentional overdose.' This
seems inappropriate, as overdose is obvi-
ously among the risks of prescribing. The

same error is inherent in the “gold standard”
randomised clinical trial: it is unrealistic to
expect that drugs will be used in all cases,
or even most cases, precisely as intended. It
is the real world experience, including
misuse and abuse, which should guide our
assessment of benefits and risks.

Hence, for all practical purposes,
Pirhomamed et al underestimate the burden
of adverse drug reactions. It would be of
interest to see the results if overdoses are
included. It is less clear that relapse due to
non-compliance, which Pirmohamed et al
also exclude, should be classified as an
adverse drug reaction. However, the prob-
ability of mnon-compliance should be
included in weighing one intervention
against another, or against doing nothing.

M Barton Laws assistant clinical professor of family
medicine and community health

Tufts University School of Medicine, Latin
American Health Institute, 95 Berkeley St., Boston,
MA 02116

Bart@lhi.org
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Only part of the picture was reported for

aspirin

Eprror—The study by Pirmohamed et al
gives some insights into the problems asso-
ciated with adverse drug reactions.'
Although the statistic mainly projected is
that of 6.5% (1/16) admissions due to
adverse reactions, a more useful figure may
be that of 107 patients who had adverse
reactions that were “definitely avoidable.” If
we have a discussion about how these
adverse reactions happened and how they
could have been avoided it may help in
reducing such events in future. Also
useful will be a similar discussion on the
reasons for the “possibly avoidable” adverse
reactions.

Regarding aspirin, I don't think the
study gives a correct picture. Even in the
general population aspirin is a widely used
drug. The study was done in a high risk
population of patients admitted to hospital.
In such a group we definitely expect a high
intake of aspirin. Aspirin may be contribut-
ing to gastrointestinal bleeding. But a better
way to assess the risk may be a study
comparing similar groups of patients taking
aspirin and not taking it. Therefore the value
in this study does not do justice to aspirin.

It is interesting to note that five of the
patients who died had renal failure as a
result of medication, mainly angiotensin
converting enzyme inhibitors. I would like to
know whether they had some underlying
renal problem and also about their duration
of drug intake. It would be useful to know if
the patients’ renal function was tested regu-
larly after the drug was started and whether
that was of any help.

Mano Joseph clinical attachment doctor

Northern General Hospital, Sheffield S5 7AU
josephmano@hotmail.com

459



Letters

Competing interests: None declared.

—

Pirmohamed M, James S, Meakin S, Green C, Scott AK,
Walley TJ, et al. Adverse drug reactions as a cause for
admission to hospital: prospective analysis of 18 820
patients. BMJ 2004;329:15-9. (3 July.)

Admissions to ear, nose, and throat
departments were not mentioned

Eprtor—Pirmohamed et al present an
interesting paper on adverse drug reactions
as a cause of hospital admissions,’ but
nowhere can we see any mention of
problems in ear, nose, and throat medicine.
Aspirin and warfarin are associated with an
increased risk of epistaxis; in the case of
aspirin, the relative risk of epistaxis is
between 2.17 and 2.75. In a recent audit in
our department in the Royal Alexandra
Hospital, Paisley, nearly a fifth of patients
admitted as emergencies were taking aspirin
or warfarin and had bleeding problems,
mainly epistaxis.

We would be very surprised if no admis-
sions to ear, nose, and throat departments
were associated with adverse drug reactions
during the period of the audit. Were no
such departments in the two hospitals
included in the study, or such admissions
omitted?

Nicholas J Calder specialist registrar in ear, nose, and
throat medicine
Duncan MacDonald

Royal Alexandra Hospital, Paisley PA2 9PN
ncalder@hotmail.com
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Authors’ reply

Epitror—The aim of our study was to eluci-
date the prevalence of adverse drug
reactions associated with prescribed medi-
cines. We agree with Williams and Taylor
that alcohol and herbal medicines may be
contributory factors but thought that our
study could not accurately report on this
aspect because of difficulties in verification
of intake. More studies of a different design
are needed in this area, and we are currently
addressing the role of alcohol in warfarin
related adverse drug reactions in a prospec-
tive study of 2000 patients using the AUDIT
questionnaire,' a validated instrument to
assess alcohol misuse.

With regard to interactions, we
accounted for all pharmaceutical prepara-
tions being taken by patients, and the exam-
ple cited—for example, selective serotonin
reuptake inhibitors and aspirin—would have
been classified as an interaction. Saunders
questions the use of over the counter
non-steroidal  anti-inflammatory  drugs
(NSAIDS), which he says are freely available.
Only oral aspirin and ibuprofen are
available over the counter; the other
NSAIDs are prescription only medicines.
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Self medication accounted for five out of the
218 aspirin related adverse reactions, while
the proportion was higher for ibuprofen
(nine out of 34 cases).

Laws questions our inclusion criteria,
which would have included a “prescribed”
overdose but excluded an intentional or
accidental overdose, in accordance with a
definition also put forward by the World
Health Organization.” We agree with Joseph
that avoidability is an important issue, and
will be covered in greater detail in a future
publication. Joseph, however, misunder-
stands the design of our study, which looked
at patients admitted to hospital with an
adverse drug reaction and not high risk
patients who were in hospital. We have
emphasised in the paper that our study
assessed harms and did not take into
account the known benefits of aspirin. In
relation  to  angiotensin  converting
enzyme inhibitors, these can cause renal
failure in the presence and absence of prior
renal impairment, but a better evidence
base is needed in relation to frequency of
monitoring.’

Calder and MacDonald wonder about
admissions caused by epistaxis. We reported
only the commonest adverse drug reactions
in table 4; 31 (out of 18 820) admissions
were with epistaxis, of which three were
caused by warfarin.

Munir Pirmohamed professor of clinical
pharmacology
munirp@liv.acuk

Department of Pharmacology and Therapeutics,
University of Liverpool, Liverpool L69 3GE
Sally James research pharmacist

Wirral Hospitals NHS Trust, Wirral

Shaun Meakin research nurse

Chris Green senior pharmacist

Royal Liverpool University Hospital, Liverpool
L7 8XP

This reply is also written by the five other authors
of the paper: Andrew K Scott (consultant in care
of the elderly, Wirral Hospitals NHS Trust),
Thomas ] Walley (professor of clinical pharma-
cology, Department of Pharmacology and
Therapeutics, University of Liverpool), Keith
Farrar (principal pharmacist, Wirral Hospitals
NHS Trust), B Kevin Park (professor of pharma-
cology, Department of Pharmacology and
Therapeutics, University of Liverpool), and
Alasdair M Breckenridge (professor of clinical
pharmacology, Department of Pharmacology
and Therapeutics, University of Liverpool).
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tee on Safety of Medicines.
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Open letter to Annette King,
Minister of Health, New
Zealand

Intensive medicines monitoring
programme is not due to be stopped

Eprtor—Herxheimer is misleading in
claiming that Medsafe, the New Zealand
medicines regulator, is intending to stop
funding the intensive medicines monitoring
programme.' In the past year, the ministry
has provided additional funding to the New
Zealand pharmacovigilance centre to inten-
sively monitor the rollout of the meningo-
coccal vaccine, which has been developed to
deal with the meningococcal epidemic in
New Zealand, using an innovative new
approach distinct from the programme’s
methods. Medsafe, the University of Otago
(where the intensive medicines monitoring
programme is based), and our Medicines
Adverse Reactions Committee are working
together to determine the types of phar-
macovigilance services that Medsafe should
purchase for New Zealand. The future direc-
tion of the intensive medicines monitoring
programme is part of this discussion.

New Zealand is committed to strength-
ening its pharmacovigilance services. In
order to grow and develop, all programmes
must be responsive to their environment.
Since the intensive medicines monitoring
programme was established in 1977, medi-
cal care and the practice of pharmacovigi-
lance have changed dramatically. A 2003
review of the programme, conducted by its
new director, identified that the programme
needs to change to make it more effective,
focused, and resource efficient.” It is hardly
surprising that this review recommended
change—the programme’s process is
extremely labour intensive as it relies heavily
on paper based collection of data.

New Zealand has a proved history of
innovation in the area of medicines regula-
tion and pharmacovigilance. This was not
achieved by failing to adapt to a changed
environment. A final recommendation on
the direction of pharmacovigilance in New
Zealand is expected before Christmas.

Don Matheson deputy director-general
Public Health Directorate, Ministry of Health, New

Zealand
Antony_Byers@moh.govt.nz

Competing interests: None declared.
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Official response is misleading

Eprror—Matheson says that it is misleading
for Herxheimer in his open letter to New
Zealand’s health minister to report that
Medsafe, the New Zealand medicines regu-
lator, intended to stop funding the intensive
medicines monitoring programme (previ-
ous letter).'* Notice was given to the Univer-
sity of Otago on 4 March 2004 that funding
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would be withdrawn as of 30 June. Medsafe’s
intention was demonstrated further by the
withdrawal of all usual references to the pro-
gramme from the latest issue of their publi-
cation Prescriber Update, and from their web
site. It is Matheson’s letter that is misleading.

Matheson is also critical of the fact that
the collection of data comes from multiple
sources and is largely paper-based. He over-
looks the fact that the programme has no
operational alternative because of failure of
Medsafe or the ministry to have prescrip-
tions for monitored medicines recorded by a
central agency. This is in spite of several

promptings.
Matheson’s letter implies that the
methods of the intensive medicines

monitoring programme have changed little
from the 1970s and that the programme
has not adapted to the needs of modern
pharmacovigilance. The many letters of
support to the director general and minister
from experts around the world testify to the
fact that the programme is regarded as
being at the leading edge of modern
pharmacovigilance.

The minister should feel embarrassed at
the level of response provided on her behalf.
David Coulter retired

264 Highgate, Roslyn, Dunedin 9001, New Zealand
dmcoulter@xtra.co.nz
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programme.
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Antidepressants and suicide

Rising prescription rate does
not mean rising rate of new users

Epiror—The figures put for-
ward in Gunnell and Ashby’s
paper on suicide rates and
selective serotonin reuptake
inhibitor (SSRI) antidepres-
sants, indicative of a rising
prescription rate since the
launch of these drugs, may
be misleading, in that a rising
prescription rate does not
mean a rising rate of new
users." A formal model that
translates prescriptions into
patients, that we hope to sub-
mit for peer review later this
year, indicates that the bulk
of rising prescription rates
stems not from an increasing
number of new users but rather from an
accumulating number of long term users of
SSRIs.

This point is important in that the
suicide risk with SSRIs has been linked
primarily to the early weeks of treatment. If
this is the case, then any increase in suicides
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from increasing use of SSRIs in Britain will
have occurred in the years from 1989
through to 1996, after which our model
shows that the number of new patients start-
ing on SSRIs stabilises, and the contribution
of SSRIs to national suicide rates should
remain at some constant level, provided the
effects of withdrawal on inducing suicide are
not too great. This latter issue has not been
studied in randomised trials, although the
relative risk of a suicidal act in the
post-treatment phase of the recently posted
paroxetine studies in children seems to be of
the order of 4.3 times greater on drug than
placebo.

Graham Aldred research associate

David Healy director
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North Wales Department of Psychological
Medicine, Hergest Unit, Ysbyty Gwynedd, North
Wales LL57 2PW

Competing interests: In recent years DH has had
consultancies with, been a principal investigator
or clinical trialist for, been a chairman or speaker
at international symposia for or been in receipt
of support to attend meetings from various
pharmaceutical companies (see bmj.com). He
has been an expert witness for the plaintiff in
seven legal actions involving SSRIs and has been
consulted on a number of other attempted
suicide, suicide cases, and suicide-homicide cases
following antidepressant medication, in most of
which he has offered the view that the treatment
was not involved. He has also been an expert wit-
ness for the NHS in a series of LSD (46) and ECT
(1) cases.

1 Gunnell D, Ashby D. Antidepressants and suicide: what is
the balance between benefit and harm? BM/
2004;329:34-8. (3 July.)

Risk of completed suicide is not the same
as risk of deliberate self harm

Ep1tor—I welcome Gunnell and Ashby’s
timely review on the risks versus benefits of
selective serotonin reuptake inhibitors
(SSRIs),' but I am not sure how much this
article clears the air.
The authors take adverse
“suicide related event” data
reported by the Medicines
and Healthcare Products
Regulatory Agency (largely
over-arousal, suicidal
thoughts, and self harm)
explicitly to mean completed
suicide. Although no actual
suicides occurred in the
agency’s data, the authors
5 multiply an estimate of com-
épleted su.1c1des per year in
z those taking antidepressants
%by the relative risk (incor-
g rectly stated as “odds ratio” in
Etal)le 1) of suicide related
gevents to calculate what is

claimed to be an excess
number of completed suicides attributable
to antidepressants. Even if both figures that
they quote were correct, the final figure
would be the excess of deliberate self harm
in the worst case and over-arousal in the best
case (but more likely a heterogeneous com-
posite effect). Of course there is a link

between deliberate self harm and suicide but
it is not 1:1. The study with the longest
follow up showed a 13% rate of suicide after
deliberate self harm over 37 years.” This
would translate into an excess of 30 possible
cases, not 233 in men and 20 cases in
women. Of course, even this smaller number
would be a concern if real and not likely
to be outweighed by beneficial effects in
the long term (in terms of both treating
the depressive syndrome and reducing
complications therein).’

Calculating how much of the risk of a
complex outcome such as suicide is attribut-
able to one factor such as antidepressants is
a difficult task, but any such calculation must
be based on actual data and not estimates if
one is to keep a balanced perspective on this
debate. Just such a calculation has been per-
formed for deliberate self harm with the
finding that suicidal behaviour (deliberate
self harm) is increased in the first one to
nine days after starting an antidepressant
but without major differences between indi-
vidual antidepressants.' Clearly more
research evidence is needed about the
benefits and risks of SSRIs but it may be
sobering to remember that less than one in
10 patients who are depressed in the
community receive adequate doses of
antidepressants of any type, regardless of
their suicide risk.”

Alex J Mitchell consultant in liaison psychiatry

Leicester General Hospital, Leicester LE5 4PW
Alex.Mitchell@leicspart.nhs.uk
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Authors’ reply

Epiror—We agree with Aldred and Healy’s
suggestion that part of the recent rise in
antidepressant prescribing may be due to
there being a growing number of long term
users of these drugs—we acknowledged this
as a limitation of our model. If any adverse
effects of antidepressants on suicide risk
occur mainly in the first few weeks of
treatment then our model will overestimate
these.

Mitchell correctly identifies that one of
the major assumptions we made in our
model was that the risk estimates of
non-fatal suicidal behaviour derived from
paediatric trials could be applied to fatal sui-
cidal behaviour in adults. We acknowledged
this important limitation of our modelled
“worst case scenario” in the paper. Mitchell
points out the drug specific risk estimates we
reported in the table are risk ratios rather
than odds ratios. The odds ratios for the
drug specific estimates are very similar to

461



Letters

the relative risks. Mitchell may have misun-
derstood one aspect of our model by
suggesting it estimates the excess of non-
fatal suicidal acts. We derived our estimates
from prescribing data, the suicide rate
among patients receiving antidepressants in
primary care,' and we assumed (see above)
that the relative risk of non-fatal suicidal
behaviour in paediatric trials of selective
serotonin reuptake inhibitors (SSRIs) is
similar for suicide and all ages. If we had
wished to estimate effects on non-fatal
self-harm we would have used the rate
among people receiving antidepressants
rather than the suicide rate; as rates of non-
fatal self harm are over 20 times higher than
those for suicide this would result in a higher
estimate.

David Gunnell professor of epidemiology
DJ.Gunnell@bristol.ac.uk

Department of Social Medicine, University of
Bristol, Bristol BS8 2PR

Deborah Ashby professor of medical statistics
Wolfson Institute of Preventive Medicine, Barts and
London, Queen Mary School of Medicine and
Dentistry, University of London, London

ECIM 6BQ
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BM] statistical errors

Eprror—Abbasi in  his Editor’'s choice
discusses a study that found statistical errors
in 25% of papers published by the BMJ in
2001." As statistical advisers to the BMJ we
aim to improve the quality of published
papers by ensuring that their conclusions
are consistent with the data. To this end we
hope to identify important errors that affect
the interpretation of the findings, but care
less about more minor errors. Any stricter
policy would be impossibly time consuming,
That said, we recognise that important
errors do slip through from time to time,
and are always keen to improve our
performance.

The particular errors flagged in the
paper’ were inconsistencies between test
statistics and P values. Out of 63 tests seven
(11%) were wrong (for example y* on 1
df=4.2, P reported=0.024, P actual=
0.0404). Yet in no case did the error affect the
test’s interpretation as to whether or not the
results could have arisen by chance. This sup-
ports our belief that more extreme errors are
likely to be weeded out at the review stage.
The paper is disappointing in focusing on P
values and by implication hypothesis testing.
By contrast the BMJ's policy is to present the
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main findings as confidence intervals where
the emphasis is on estimation.’

Tim J Cole professor of medical statistics
Institute of Child Health, University College
London WCIN 1EH
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Government regulation is
needed to prevent biased
under-reporting of clinical trials

Ep1rror—In 1996, Schering Healthcare pub-
lished details of its ongoing randomised
clinical trials in the Cochrane Library. The
chief executive told me that he was doing
this because industry’s failure to disclose the
results of its phase 3 trials could not be
defended ethically or scientifically. Two years
later, the chief executive of GlaxoWellcome
announced his company’s decision to regis-
ter and seek to report all its randomised
clinical trials." A few years after that, the
Association of the British Pharmaceutical
Industry commended GlaxoWellcome’s
policies to its other member companies.
After GlaxoWellcome had become part
of GlaxoSmithKline (GSK), I wrote to the
chief executive of the new company, urging
him to support the efforts of those within
industry who were attempting to promul-
gate guidelines for good publication prac-
tice (www.gpp-guidelines.org). I received no
acknowledgement, and, soon after, his com-
pany sacked one of the leaders of the initia-
tive and closed the department she headed.
In response to accusations of biased
under-reporting of research, GSK has now
announced that it intends to institute policies
announced seven years ago by GlaxoWell-
come.” It would be churlish not to welcome
this. But the past record of the pharmaceuti-
cal industry, and the reactions of some
other companies to GSK’s announcement,
prompt deep scepticism that the industry will
ever voluntarily implement ethical trial
registration and publication policies.

Biased under-reporting of clinical trials
kills patients and wastes money, and govern-
ment regulation is needed to put a stop to it.”
Tain Chalmers editor, James Lind Library

James Lind Initiative, Oxford OX2 7LG
ichalmers@jameslindlibrary.org
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Access to every trial dataset is
crucial

Eprtor—Herxheimer’s pleas for access to
industry’s trial data’ reminded me that I
wrote to the Department of Health two or
three years ago, “demanding” that all clinical
trials be published either in a journal or on a
company website within two years of
completion. I had a less than satisfactory
response which boiled down to “we can’t do
anything about it

As a urologist interested in functional
lower urinary tract problems (overactive blad-
der and possible prostatic obstruction) I have
worked with many companies’ “competing
interests declared.” In the light of this experi-
ence I approached the argument from a
different perspective, that of the patients’
altruism in taking part in any trial. English
patients are often very committed to helping
the advancement of knowledge by taking part
in clinical trials and will often say “Yes, if it will
help others I would like to take part” I made
additional efforts to involve the Patients
Association, a journal of medical ethics, and a
body overseeing ethics committees in the
United Kingdom, but didn’t make progress.

I believe the way forward is for ethics
committees to stipulate that companies
must agree to publish results of any trial for
which ethical approval is given. Further, eth-
ics committees could register all trials in a
single register administered by a govern-
ment body, perhaps the National Institute
for Clinical Excellence (NICE).

Research is important and, as Herx-
heimer says, it is crucial that we all have
access to every trial dataset in a form that is
useful, such as advised by CONSORT.

Paul Abrams professor of urology
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